DERWENT 



(21) [tHm&%] (21 )[APPLICATION NUMBER] 

%fM¥- 10 — 244795 Japanese Patent Application No. 10-244795 

(22) [toMB] (22)[DATE OF FILING] 

spj£l 0^8^310 (199 August 31st, Heisei 10(1998.8.31) 

8. 8. 3 1) 

(71) [tam A] (71)[PATENTEE/ASSIGNEE] 



000166959 



[ID CODE] 

000166959 

Mikimoto Pharmaceutical, Co. Ltd. 



[&ffiXte%m] [ADDRESS] 
=fi»^»HTH*l"T 1 4 2 5 # 

m 

(72) [38W#] (72)[INVENTOR] 



10 0 1#%©2 4 0 
(72) [3PJ#] 



[ft*] T*-t 

Hfijft^m HB?X 3T@16# 
32f 

[r-^-F (#%)] 
4C083 
4C088 

[F*-A (#%)] 



Keiji Takagi 
[ADDRESS] 

(72)[INVENTOR] 

Kenji Shimomura 
[ADDRESS] 

[Theme code (reference)] 

4C083 
4C088 

[F term (reference)] 



02/04/18 



2/19 



(C) DERWENT 



JP2000-72641 



TKftVISON 

2* 

DERWENT 



[0 0 0 2] 



[0002] 



# A JfT-*rs< ^ ^ 
(Psidium Guajava L) t V ^ o 0 



[PRIOR ART] 

A guava is called a Psidium guajava or guava, 
and is the plant of a Myrtaceae, Psidium. Its 
scientific name is Psidium. Guajava L (Psidium 
Guajava L). 

Generally, the fruit is eaten as raw food, jam, 
juice, etc. 

As for a distribution, native is a tropical 
America. 

However, it is widely cultivated in various parts 
of the tropical zone and a subtropical zone. In 
Japan, it is cultivated at the Kyushu southern 
part. 

It grows in the wildness on Ryukyu islands. 
Moreover, it is used for enteritis, a dysentery, 
and the lienteric diarrhea as a drug. 



[0 0 0 3] 

* * s< -r v & * s< y 

(lagerstroemia speciosa) fi. 



[0003] 

A Lagerstroemia speciosa (lagerstroemia 
speciosa) is a hemideciduous tall tree which 
grows in India with the plant of a Lythraceae 
Lagerstroemia. 

The root of this Lagerstroemia speciosa is 
utilized for the diarrhea. The bark and the leaf 
are utilized as a laxative. 



[0004] 

It is the scientific name of a jelly fig Ficus 
awkeotsang Makino. Its Japanese name calls a 
jelly fig (Ficus awkeotsang). These plant fruits 
are dried. 

A point of origin is mainly the Taiwan southern 
part. It is the tall tree which grows naturally in 
the wilderness at an altitude 1000-2000m. It 
puts into water and it rubs in Taiwan. Sugar is 
added, and as a cool beverage, it is used 
regularly. 

Furth^pp^-the- present "inven^ out 

*-*fmnm%xwh* ^^^^^ 
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that what is sufficient is just to extract with water 
and a hydrophilic organic solvent alone or in 
combination. 

As a hydrophilic organic solvent, an ethanol, 
methanol, a butanol, an ethylene glycol, 
diethylene glycol, a triethyleneglycol, and the 
polyethyleneglycol of more than that, propylene 
glycol, a dipropylene glycol, and polypropylene 
glycol of more than that butylene glycol, such as 
1,3- butylene glycol and 1,4- butylene glycol, 
and glycerol, a diglycerine, and the 
polyglycerols of more are illustrated. 



[0008] 

The solvent is distilled if necessary the extract 
of the leaf of the guava, the leaf of a 
Lagerstroemia speciosa, the fruits of a jelly fig, 
and the fruit skin of a jatoba thus extracted. 

It can compound with various dosage forms. 

For example, it can make the form of lotions, 
milky lotions, cream, ointment, packs, and a 
bath preparation. 

In order to prescrize these dosage forms, 
natural animal and vegetable fats, for example, 
olive oil, mink oil, a castor oil, palm oil, beef 
tallow, evening primrose oil, coconut oil, a 
castor oil, cacao oil, macadamia-nut oil, etc.; 
wax, for example, jojoba oil, beeswax, lanolin, a 
carnauba wax, candelilla wax, etc.; higher 
alcohol, for example, lauryl alcohol, a stearyl 
alcohol, a cetyl alcohol, oleyl alcohol, etc.; 

higher fatty acid, for example, lauric acid, a 
palmitic acid, a stearic acid, an oleic acid, a 
behenic acid, lanolin fatty acid, etc.; higher 
aliphatic hydrocarbon, for example, liquid 
paraffin, a solid paraffin, squalane, vaseline, a 
cerecin, micro crystalline wax, etc.; synthetic 
ester oil, for example, butyl stearate, a hexyl 
laurate, a diisopropyl adipate, a diisopropyl 
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[0010] 

A polyalcohol, for example, ethylene glycol, 
diethylene glycol, a triethyleneglycol, and the 
polyethyleneglycol of more than that, 
propylene glycol, a dipropylene glycol, and 
polypropylene glycol of more than that 
butylene glycol, such as 1,3- butylene glycol 
and 1,4- butylene glycol, Glycerol, a 
diglycerine, and the polyglycerols of more than 
that, sugar alcohols, such as sorbitol, a 
mannitol, a xylitol, and maltitol 
ethylene oxide of glycerol (hereafter, EO is 
abbreviated), propylene oxide (hereafter, PO is 
abbreviated) addition product, EO and PO 
addition product of sugar alcohols, 
Monosaccharides, such as galactose, a 
glucose, and fructose and its EO and PO 
addition product, polysaccharides, such as 
maltose and a lactose and its EO and PO 
addition product, Above mentioned 

polyalcohol 



[0011] 

As a chemical agent, a tocopherol, a tocopherol 
acetate, the vitamin C, an allantoin, a placenta 
extract, elastin, an arbutin, a collagen, triclosan, 
a trichloro cull van, a glycyrrhetic acid 
dipotassium, the methylparaben, and the 
butylparaben are mentioned. 
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^fob<DBFM&f&fy&t> J $:X& These raw materials are combined and a 
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m 3 ] 

flf(ffip) 1 0 g Id 7 0% 
^ ? / — A-tK&?7& 3 0 0 ml £ 

in x. r mw t oo 5 b mm 

[001 7 ] 



[Manufacture exampl 3] 

300 mi of 70% ethanol aqueous solution is 
added into 10 g of jelly figs (dry goods). It was 
left for 5 days, stirring sometimes. 

It evaporated after filtering this. It freeze- 
dried. 



[0017] 



i/V h '<(D&8L (ii&j$;p p p) 1 0 
g izffim^^/i' 3 0 0 ml 

[0018] 



[Manufacture example 4] 

300 ml of ethyl acetates is added into 10 g of 
the skin of a jatoba (dry goods). It was left for 5 
days, stirring sometimes. 

It evaporated after filtering this. It freeze- 
dried. 



[0018] 



m&m 5 ] 

V 5 ^ hs«D%:&. ($£J*q B q) 1 0 

glCTiz h>3 0 0ml ^iPx. 
[0019] 



[Manufacture example 5] 

Acetone 300 ml is added to 10g of the fruit skins 
of a jatoba (dry goods). It was left for 5 days, 
stirring sometimes. 

It evaporated after filtering this. It freeze- 
dried. 



[0019] 



f J-Y h/<G0jP:£ 1 0 

gkL:n^/-/U3 0 0 ml *M 
*.TI«#*flt#Loo5 Bfflftft 



[Manufacture example 6] 

Ethanol 300 ml is added to 10g of the skins of a 
jatoba (dry goods). It was left for 5 days, stirring 
sometimes. 

It evaporated after filtering this. It freeze- 
dried. 



[0 0 2 0] [0020] 

m&M 7)i/*b '«D&fe «£ [Manufacture example 7] 

$kaa) 1 0 g r 5 0%^? /— ^00 m ' °* 50% ethanol aqueous solution is 
/u**»3 0~0ml ad * d 10g of the skin of a jatoba (dry 

goods). It was left for 5 days, stirring 
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hydrogenated_castor_oil 
2.0 

Ethanol 
10.0 

1.0% hyaluronic acid sodium aqueous solution 
5.0 

Purified water 
80.0 
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Example-2 Cream 
A 

20.0 

Olive 

2.0 

Mink 

1.0 

Jojoba oil 
5.0 

Beeswax 
5.0 

Cetostearyl 
2.0 

Glycerol mono 
1.0 

Sorbitan mono stearate 
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of a 
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manufacture example-2 



Purified 



water 



(20E.O) sorbitan mono 
2.0 
(60E.O) 



Extract 
1.0 
B 

47.9 

Polyoxyethylene 
stearate 

Polyoxyethylene 
hydrogenated_castor_oil 
1.0 

Glycerol 
5.0 

1 .0% hyaluronic acid sodium aqueous solution 
5.0 

Paraoxy methyl benzoate 

0.1 
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[0031] 

Example-8 

The manufacture example-2 of Example-2 was 
changed into the manufacture example-8, and 
was prepared. 

[0032] 

Example-9 

The manufacture example- 1 of Example-1 was 
changed into the manufacture example-9, and 
was prepared. 

[0033] 

Example-1 0 

The manufacture example-2 of Example-2 was 
changed into the manufacture example-1 0, and 
was prepared. 

[0034] 

It examined how these are effective. 

0.1 M tris buffer (pH8.0) 2.8 ml containing 
0.756 mM N-succinyl- (Ala) 3 -P-nitro anilide, 
0.1 ml of pig pancreas origin elastase 3u and 
sample 0.1 ml (final concentration of a test 
substance is 0.033%) are made to react, 
keeping constant at 25 degree C. For 3 
minutes, absorbence of 410 nm was measured. 

As for the sample, the water extract is made 
into a 0.1% solution with the purified water. The 
other extract was made into 0.1 % the solution 
with dimethyl sulfoxide. 

As a control, the solvent which dissolved the 
sample was measured instead of the sample. 
Elastase obstruction percentage (%) = (B- 
A)/B*100 A= Raise value of the absorbence 
per minute when measuring with a sample 
B= Raise value of the absorbence per minute 
when measuring by comparison 



[0035] 

A result is shown in Table-1 . 



02/04/18 



14/19 



(C) DERWENT 



JP2000-7264. 



XI 0IV1SON 

DERWENT 

2 The Example is quite finer. 2 
1 The Example is a little finer. 1 
0 There is no difference. C 
^ Comparative Example is a little finer. -1 
Comparative Example is quite finer. -2 
Comparative Example is very finer. -3 
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[0037] 

2 <D£ 0 td^T The method of experiment was performed as 
shown in Table-2. 

[Table 2] 



1 1 1 

l 1 ffi m v rz & # 1 


1 SUNol 
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-2 1 


1 £S*No2 


— 1 
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-4 tt&w-i, 


-2 | 


1 §SttNo3 
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-6 


-2 | 


1 §S»No4 
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■ - 


-8 JttfcW-l, 


-2 | 


1 «^ — 

1 §S»No5 

1 


— 1 

\9mm-9. 


-10 jttWJ-i. 


-2 | 
1 



specimen used 

Experiment No. 1: Example 1-2, Comparative Example 1-2 
Experiment No. 2: Example 3-4, Comparative Example 1-2 
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(57)[SUMMARY] (Amended) 
[SOLUTION] 

The elastase inhibitor which compounded 1 or 
more kinds of extracts of the leaf of a guava, the 
leaf of a Lagerstroemia speciosa, the fruit of a 
jelly fig, and the skin of a jatoba. 

[EFFECTS] 

An above-mentioned elastase inhibitor has a 
high safety, and obstructs an elastase. 

When applying to the skin, a reduction of 
wrinkles and the skin glossiness, and a skin 
vitality will be improved. An effective 
pharmaceutical preparation can be prepared 
therefrom. 

[CLAIMS] 



[CLAIM 1] 

^'7 y^D^s ^^^^MJvi^^ Tne elastase inhibitor which compounded 1 or 
V (DM SEE^fiD^J! v^-t h more k ' nc,s °* extracts °f tne ' ea * °f a guava, the 

s«D%&<D iW±<z>tttHfe& lf af . °[ a >_!?f^ t [°f. m !f ^Pi 0 ! 3, the fruits of a 



jelly fig, and the skin of a jatoba 



[DETAILED DESCRIPTION OF INVENTION] 



[0 00 1] 



[0001] 



[INDUSTRIAL APPLICATION] 

This invention relates to the elastase inhibitor 
which keeps flexibility of the skin and maintains 
the youthful skin. 
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[0002] 



i/ $ A ?T J? '< ^ )^ 
(Psidium Guajava L.) t V ^ 9 « 

mmztis ^m^xmwt 

[0 0 0 3] 

(lagerstroemia speciosa) fi, 

[0 0 0 4] 

S5 J Hi¥££F i c u s a 
wkeotsang Mak i 
no, ^W^fW^ti 

t©T*fe5o WMMti^tl^X 
1 0 0 0-20 
0 0m(cg£LTl^^*X:\ 



[PRIOR ART] 

A guava is called a Psidium guajava or guava, 
and is the plant of a Myrtaceae, Psidium. Its 
scientific name is Psidium. Guajava L (Psidium 
Guajava L). 

Generally, the fruit is eaten as raw food, jam, 
juice, etc. 

As for a distribution, native is a tropical 
America. 

However, it is widely cultivated in various parts 
of the tropical zone and a subtropical zone. In 
Japan, it is cultivated at the Kyushu southern 
part. 

It grows in the wildness on Ryukyu islands. 
Moreover, it is used for enteritis, a dysentery, 
and the lienteric diarrhea as a drug. 



[0003] 

A Lagerstroemia speciosa (lagerstroemia 
speciosa) is a hemideciduous tall tree which 
grows in India with the plant of a Lythraceae 
Lagerstroemia. 

The root of this Lagerstroemia speciosa is 
utilized for the diarrhea. The bark and the leaf 
are utilized as a laxative. 



[0004] 

It is the scientific name of a jelly fig Ficus 
awkeotsang Makino. Its Japanese name calls a 
jelly fig (Ficus awkeotsang). These plant fruits 
are dried. 

A point of origin is mainly the Taiwan southern 
part. It is the tall tree which grows naturally in 
the wilderness at an altitude 1000-2000m. It 
puts into water and it rubs in Taiwan. Sugar is 
added, and as a cool beverage, it is used 
regularly. 

Furthermore the present inventors finds out 
that there are a skin whitening effect, a 
hyaluronidase active inhibitory effect, etc. 
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[0 0 0 5] 

V s -v h ^ fi ^ £ Hymenaea 
courbaril <t^v\ SRHfT^y* 
K$MH1"5iaS£ 3 0~4 0m© 



[0005] 

A jatoba calls scientific name Hymenaea 
courbaril. It is the tall tree 30-40m high 
distributed over a tropical America. A bark is 
light gray. It is the plant of a bean family 
(Leguminosae). 



[0 0 0 6] 
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^ 7 * * — t?tf>#t *¥bz-X, 



[PRIOR ART and PROBLEM ADDRESSED] 

The skin does not look youthful. Various causes 
exist. 

However, one of them is elastin which is 
maintaining the physical structure of the skin. 
The elastase which is an elastin destruction 
enzyme becomes excessive by the solar light 
(ultraviolet rays), drying, and ageing. Elastin is 
thus denatured * destroyed. It leads to elasticity 
reduction of the skin. 

It is the cause of wrinkles or a sagging. 

Therefore, the role of an elastase is 
controlled. 

A denaturation * destruction of elastin which 
gives flexibility and tension to the skin is 
prevented. It is clear to suppress wrinkles and 
sagging, as a result to contribute to ageing 
prevention of the skin thereby. 

Therefore, that which suppresses the role of 
an elastase from the high safety plant extract 
was earnestly examined. 

As a result, it became clear that the effect of 
the extract of the leaf of a guava, the leaf of a 
Lagerstroemia speciosa, the fruits of a jelly fig, 
and the skin of a jatoba is high. 



[0 0 0 7] 



[0007] 

As for extracting method of the leaf of a guava, 
the leaf of a Lagerstroemia speciosa, fruits of a 
jelly fig, and the skin of a jatoba, it became clear 
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that what is sufficient is just to extract with water 
and a hydrophilic organic solvent alone or in 
combination. 

As a hydrophilic organic solvent, an ethanol, 
methanol, a butanol, an ethylene glycol, 
diethylene glycol, a triethyleneglycol, and the 
polyethyleneglycol of more than that, propylene 
glycol, a dipropylene glycol, and polypropylene 
glycol of more than that butylene glycol, such as 
1,3- butylene glycol and 1,4- butylene glycol, 
and glycerol, a diglycerine, and the 
polyglycerols of more are illustrated. 



[0008] 

The solvent is distilled if necessary the extract 
of the leaf of the guava, the leaf of a 
Lagerstroemia speciosa, the fruits of a jelly fig, 
and the fruit skin of a jatoba thus extracted. 

It can compound with various dosage forms. 

For example, it can make the form of lotions, 
milky lotions, cream, ointment, packs, and a 
bath preparation. 

In order to prescrize these dosage forms, 
natural animal and vegetable fats, for example, 
olive oil, mink oil, a castor oil, palm oil, beef 
tallow, evening primrose oil, coconut oil, a 
castor oil, cacao oil, macadamia-nut oil, etc.; 
wax, for example, jojoba oil, beeswax, lanolin, a 
carnauba wax, candelilla wax, etc.; higher 
alcohol, for example, lauryl alcohol, a stearyl 
alcohol, a cetyl alcohol, oleyl alcohol, etc.; 

higher fatty acid, for example, lauric acid, a 
palmitic acid, a stearic acid, an oleic acid, a 
behenic acid, lanolin fatty acid, etc.; higher 
aliphatic hydrocarbon, for example, liquid 
paraffin, a solid paraffin, squalane, vaseline, a 
cerecin, micro crystalline wax, etc.; synthetic 
ester oil, for example, butyl stearate, a hexyl 
laurate, a diisopropyl adipate, a diisopropyl 
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sebacate, a myristic acid octyl dodecyl, the 

isopropyl myristate, the isopropyl palmitate 

isopropyl myristate, a cetyl iso octanoate, di- 

capric acid neopentyl glycol; 

Silicone oils, such as a silicone derivative, for 

example, methyl silicone, and methylphenyl 

silicone 



[0009] 

As a surfactant, an anionic surfactant, for 
example, alkyl sulfate, a fatty acid salt, an alkyl 
phosphate, the phosphate, the sulfate, etc. of 
polyoxyethylene alkyl ether; nonionic surfactant, 
for example, glycerol fatty acid ester, 
polyoxyethylene sorbitan fatty acid ester, 
polyoxyethylene alkyl ether, sorbitan fatty acid 
ester, a polyoxyethylene cure castor oil, 
polyglyceryl fatty acid ester, etc.; amphoteric 
activator, for example, alkylbetaine, phospho 
betaine, the phosphatidylcholine, the 
phosphatidylethanolamine, the 
phosphatidylserine, a phosphatidyl glycerol, 
phosphatidylinositol, and these lyso bodies, and 
phosphatidic acid and an its salt 
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[0010] 

A polyalcohol, for example, ethylene glycol, 
diethylene glycol, a triethyleneglycol, and the 
polyethyleneglycol of more than that, 
propylene glycol, a dipropylene glycol, and 
polypropylene glycol of more than that 
butylene glycol, such as 1,3- butylene glycol 
and 1,4- butylene glycol, Glycerol, a 
diglycerine, and the polyglycerols of more than 
that, sugar alcohols, such as sorbitol, a 
mannitol, a xylitol, and maltitol 
ethylene oxide of glycerol (hereafter, EO is 
abbreviated), propylene oxide (hereafter, PO is 
abbreviated) addition product, EO and PO 
addition product of sugar alcohols, 
Monosaccharides, such as galactose, a 
glucose, and fructose and its EO and PO 
addition product, polysaccharides, such as 
maltose and a lactose and its EO and PO 
addition product, Above mentioned 
polyalcohol 



[0011] 

As a chemical agent, a tocopherol, a tocopherol 
acetate, the vitamin C, an allantoin, a placenta 
extract, elastin, an arbutin, a collagen, triclosan, 
a trichloro cull van, a glycyrrhetic acid 
dipotassium, the methylparaben, and the 
butylparaben are mentioned. 



[0012] 

These raw materials are combined and a 
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necessary pharmaceutical preparation is 
obtained. 

However, there is one advantage by not 
compounding a surfactant, as described in 
Unexamined Japanese Patent 3-83909, 
Unexamined Japanese Patent 5- 43416, and 
Unexamined Japanese Patent 6-9333 gazette. 

It does not compound for the objective. 

Of course, the other raw material is also 
compounded depending on necessity. 



[0 0 13] 
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[Hi£#!l] [Example] 

^T^M&ffl.MMMfc&^X^ A manufacture example and an Example more 

^MfcmmW^ZtK #38 specifically explain below. 

5^f± " ^Scili^J HJfi#!lt£cfc However, this invention is not limited by this 

* m^ju^f^a , t ^ manufacture example and the Example. 

[0014] [0014] 



[Mia^ 1 ] 1 ] [Manufacture example 1] 

^^-y<-f-f-/u^^< y (D^ 300 ml of ethanol aqueous solution is added 

p p p) 1 0 y^ /]y7 fc^$ into 10 g of the leaves of a Lagerstroemia 

3 0 0ml &M?LX£fxm:Wls s P eciosa ( dr V 9 oods )- 11 was left for 5 da Y s > 

pm-tum + - stirring sometimes, 

oob yr^WEL7c 0 ^n&m , t evaporat ed, after filtering this. It freeze- 

Wik, ^<^u-hLfcm, m dried 

[0 0 15] [0015] 



[Miji^J 2 ] [Manufacture example 2] 

irir^-t^/v^^^ (DM 300 ml of 50% ^hanol aqueous solution is 

P p p) 10gi:5 0%x^ added int0 10 9 of th ^ leaves of a 
j^m$i 3 0 0 ml ZMzLXm* Lagerstroemia speciosa (dry goods). It was left 

m& i r r ptos i *. - for 5 da V s ' stirrin 9 sometimes. 

, ^ ^ It evaporated, after filtering this. It freeze- 

[0 0 16] [0016] 
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mmm 3 i 

3£3WftJ*n B q) 1 0 g \C 7 0 % 

31 ^ y — ^7k^?& 3 0 0 ml & 
*P;tTI$*i£# Loo 5 Blffljifc 

U- h Lfcg, Sfc£$£ifcLfc„ 



[Manufacture example 3] 

300 ml of 70% ethanol aqueous solution is 
added into 10 g of jelly figs (dry goods). It was 
left for 5 days, stirring sometimes. 

It evaporated after filtering this. It freeze- 
dried. 
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[Miaf'J 4 ] [Manufacture example 4] 

i/^ h'«D!&Bi ($&]^ffa) 1 0 300 ml °f etn y' acetates is added into 10 g of 

g Kffl&a: fvu 3 0 0 ml Sr^JP tne skin of a i atoba ( drv 9 oods )- 11 was left for 5 

*TB#*«#Loo5 0IBIMt days, stirring sometimes 

. . . . , , It evaporated after filtering this. It freeze- 

Lfc 0 ~ti%MM$., v drjed 

[0018] [0018] 



[Mis^'JS] [Manufacture example 5] 

v^t S (^Mpp) 10 Acetone 300 ml is added to 10g of the fruit skins 

glc/t h>3 00ml ^iPx of a j atoba ( dr y goods). It was left for 5 days, 

TBS*«H*Loo5 0IH8*L stiring sometimes. 

, j- It evaporated after filtering this. It freeze- 

tc 0 ^ti&MT&&, jla^u— dfjed M 

h Lfc&, Stf&ftSILfco 

[0 0 19] [0019] 



[SSijsf'J 6 ] [Manufacture example 6] 

i/ -y h /«D%:!£. (Ife^pa) 1 0 Ethanol 300 ml is added to 10g of the skins of a 
g ica: ^ / — 3 0 0 ml £#P j atoba ( dr y goods). It was left for 5 days, stirring 



sometimes. 



, . ^. Ma ^ ,_ 1 o. It evaporated after filtering this. It freeze- 



[0 0 2 0] [0020] 

[M#>J 7 ] r h ($£ [Manufacture example 7] 

^pp) 1 Ogl'5 0%^^ y— ^00 m ' °* ^0% etr,an0 ' aqueous solution is 
**** 3 0^0 ml £*P;tT added into 10g of the skin of a jatoba (dry 

goods). It was left for 5 days, stirring 
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ft W too 5 0 fflj&W. L sometimes. 
tc 0 wti^rtiii^x jcstjgu— It evaporated after filtering this. It freeze- 

hL1t&* mt^mkLfto dried - 
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V^-Y h'*<DMk& 1 0 

gtC*MSbk3 0 0ml 
[0 0 2 2] 



[Manufacture example 8] 

300 ml of purified waters is added into 10g of 
the fruit skins of a jatoba (dry goods). It heats 
for 5 hours, stirring sometimes. This was filtered 
after cooling. It freeze-dried. 



[0022] 



?7S«Dm (&0fefn) lOglC 

x^/-;W3 0 0ml ZlNitX 
[0 0 2 3] 



[Manufacture example 9] 

Ethanol 300 ml is added to 1 0g of the leaves of 
a guava (dry goods). It was left for 5 days, 
stirring sometimes. 

It evaporated, after filtering this. It freeze- 
dried. 



[0023] 



mmi i o ] 

?7'«om (ftWIiS) lOgi: 

5 0 j —frif&WL 3 0 0 

ml %))l\7LXm*MWLK>5 

Bffl&itLifc. ztiz ; mw&, 
h Lit®. mm%tik 

Ltz 0 



[Manufacture example 10] 

300 ml of 50% ethanol aqueous solution is 
added into 10 g of the leaves of a guava (dry 
goods). It was left for 5 days, stirring 
sometimes. 

It evaporated, after filtering this. It freeze- 
dried. 



Lotion 



oil 



[0 0 2 4] 

MMffl- 1 d — is ay 
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Example-1 
Olive 
0.5 

m m w - i (o « m m o. x 5 tract 

0 • 5 Polyoxyethylene (20E.O) sorbitan mono 

* 0 V ■* * y ^ u y stearate 2.0 
(20E.O) y ;u fc ' x Polyoxyethylene (60E.O) 



of a manufacture example-1 
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T \s — V 

2. 0 

* ° V -fr *y ^ f \s *s 
(60E.O) I ft t ? ift 
2. 0 

^ 5 J - )\> 
10. 0 

i. o%tr^p^^-hU 

£ A ^ § i 

5. 0 
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hydrogenated_castor_oil 
2.0 

Ethanol 
10.0 

1.0% hyaluronic acid sodium aqueous solution 
5.0 

Purified water 
80.0 



8 0.0 



7k 



[0 0 2 5] 

A X ^ 7 7 > 

2 0. 0 



2. 0 
1 . 0 
5. 0 



v 



0 



5. 0 
2. 0 

h 

1 . 0 

h 

2. 0 

» it 0j - 2 (Dm tarn 

1 . 0 

B fflf ®i * 

4 7. 9 

(20E.O)y/ut" ^t/^r 
T u — h 

2. 0 
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Example-2 Cream 
A 

20.0 

Olive 

2.0 

Mink 

1.0 

Jojoba oil 
5.0 

Beeswax 
5.0 

Cetostearyl 
2.0 

Glycerol mono 
1.0 

Sorbitan mono stearate 
2.0 

of a 



Purified 



Squalane 



oil 



oil 



aocohol 



stearate 



manufacture example-2 



water 



(20E.O) sorbitan mono 
2.0 
(60E.O) 



Extract 
1.0 
B 

47.9 

Polyoxyethylene 
stearate 

Polyoxyethylene 
hydrogenated_castor_oil 
1.0 

Glycerol 
5.0 

1.0% hyaluronic acid sodium aqueous solution 
5.0 

Paraoxy methyl benzoate 

0.1 
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(6oe.o) $ it t ■* > » 



V 

5. 



0 

if 

0 

1 . 

0 



0%k7;i/ny| 
A 7k ^ 



0. 1 

At B ^ft^tlft-iU 7 
< 9 Loo 3 0 °C£ T'&*P 
[0 0 2 6] 

i cnm&m- 1 

#J - 3 \Z$t itM Lfd t <D 

[0 0 2 7] 

HiS^ll- 2 <7)§^#J- 2 £Mi£ 
— 4 (dg^x.Tffr&L/c'btf) 



[0 0 2 8] 



[0 0 2 9] 

mm- 2 (Dmmm- 2 zmm 

n - 6 ( £ ^ -C ffr£ L fc t W 
[0 0 3 0] 

511 - 7 \ z. £ tl X L <£> 
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A and B are respectively weighed. 
It heats to 70 degree C. 

It cooled to 30 degree C while stirring slowly, 
after adding A to B gradually while stirring. 



[0026] 

Example-3 

The manufacture example-1 of Example-1 was 
changed into the manufacture example-3, and 
was prepared. 

[0027] 

Example-4 

The manufacture example-2 of Example-2 was 
changed into the manufacture example-4, and 
was prepared. 



[0028] 

Example-5 

j§ The manufacture example-1 of Example-1 was 
changed into the manufacture example-5, and 
was prepared. 



[0029] 

Example-6 

The manufacture example-2 of Example-2 was 
changed into the manufacture example-6, and 
was prepared. 

[0030] 

Example-7 

The manufacture example-1 of Example-1 was 
changed into the manufacture example-7, and 
was prepared. 
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[0 0 3 1 ] 

umm- 8 

%mm- 2 (»mkm- 2 



[0 0 3 2] 

%mm- 9 

%mm- 1 (Dmmm- 1 £ 



sat 



[0 0 3 3] 

HJStfiJ- 1 0 

2 C7>t^- 2 

[0 0 3 4] 

^ n <b # ^ w «t 5 *> 5 

^H^L/c 0 0.756mM<7)N-* 
(Ala) 3-P-- 
hDT-y K&^tf 0.1M h y 
^/<-;77- (pH8.0) 2.8mU 
7' * 7 * 9 —if 3 u 

£0.1mU f-v^/w 0.1ml 

0.033%) £2 5°C 
•C— *> # # b SJS 5 * 3 
410nm SrSJjgL 

^ ^-/l^/I/Tfc > K~C 0 . 1 % 

xyX^- ifPlW (%) = (B 
-A) /BX 1 0 0 
A = -9- V y /U T? M feVfctZ<D 
1 ^ig^fc «9 ©!S#;gtf>±#ffi 
B =^-C'iU^ Lfc i # <D 1 # 

[0 0 3 5]. 
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[0031] 

Example-8 

The manufacture example-2 of Example-2 was 
changed into the manufacture example-8, and 
was prepared. 

[0032] 

Example-9 

The manufacture example-1 of Example-1 was 
changed into the manufacture example-9, and 
was prepared. 

[0033] 

Example-1 0 

The manufacture example-2 of Example-2 was 
changed into the manufacture example-1 0, and 
was prepared. 

[0034] 

It examined how these are effective. 

0.1M tris buffer (pH8.0) 2.8 ml containing 
0.756 mM N-succinyl- (Ala) 3 -P-nitro anilide, 
0.1 ml of pig pancreas origin elastase 3u and 
sample 0.1 ml (final concentration of a test 
substance is 0.033%) are made to react, 
keeping constant at 25 degree C. For 3 
minutes, absorbence of 410 nm was measured. 

As for the sample, the water extract is made 
into a 0.1% solution with the purified water. The 
other extract was made into 0.1 % the solution 
with dimethyl sulfoxide. 

As a control, the solvent which dissolved the 
sample was measured instead of the sample. 
Elastase obstruction percentage (%) = (B- 
A)/B*100 A= Raise value of the absorbence 
per minute when measuring with a sample 
B= Raise value of the absorbence per minute 
when measuring by comparison 



[0035] 

A result is shown in Table- 1. 
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[Table 1] 



Wm\ I SiSCT 2 | Kit W 3 |8£0H |fi&0!|5 



42. 9 | 6 1. 8|86. 0 | 49. 2 | 48. 6 



mm s \ ®mw7 i&mis \w&&9 \ ®&mo 



(%) |5 3. 0|66. 2 I 48. 6 | 8 2. 2 | 6 6. 9 



specimen name, manufacture 1-5, 
inhibitory rare (%) 

specimen name, manufacture 16-10 
inhibitory rare (%) 



[0 0 3 6] 

5I¥3 0£-eHite 

$b So 



2) 

3 
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Use test 

every six female's face is divided into right and 
left. 

One side is made into Example. Another side is 
made into Comparative Example. It uses 1 time 
or more every day. 

The questionnaire was carried out in 1 year. 

In addition, Comparative Example replaced 
the extract of a manufacture example from an 
Example with water. 

(Comparative Example 1 and 2) This was 
performed by 5-group 30 persons. 

The criterion is as follows. The following 
tables summarized the result of a questionnaire. 
The Example is very fine. 3 
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2 The Example is quite finer. 2 

1 The Example is a little finer. 1 

0 There is no difference. 

_ , Comparative Example is a little finer. 



1 

- 2 



Comparative Example is quite finer. -2 
Comparative Example is very finer. -3 



[0 0 3 7] [0037] 

mfco^ffefi^— 2 <7) <t 9 (dfr The method of experiment was performed as 
0 shown in Table-2. 



[*2] 



[Table 2] 



*»No 1 



§g»No2 



£BfrNo3 



*»No4 



£»No5 



specimen used 
Experiment No. 1 
Experiment No. 2 



1, -2 Jt&W-l. -2 



-3, -4 tfctfcfl|-l, -2 



-5, -6 JfctfcW-l, -2 



-7. -8 -2 



-io umm-i. -2 



Example 1-2, Comparative Example 1-2 
Example 3-4, Comparative Example 1-2 
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Experiment No. 3: Example 5-6, Comparative Example 1-2 
Experiment No. 4: Example 7-8, Comparative Example 1-2 
Experiment No. 5: Example 9-10, Comparative Example 1-2 

[0 0 3 8] [0038] 

£§^:t>^ - 3 <D «fc o \z t£ o tc a The result is as shown in Table-3. 

[*3] [Table 3] 





1 




i i 
|JPl©tt0 1 




1 1 1 


8 


1 9 | 


1 §HB&No2 


1 1 3 


1 0 


1 12| 


1 S£»No3 


1 1 1 


8 


1 10| 


1 i«INo4 


1 1 2 


9 


1 111 


1 £»No5 


1 1 4 
i 


1 1 


1 13| 
i i 



Reduction of wrinkles, skin glossy, skin viatlity, 
Experiment No. 1-5 

[0 0 3 9] [0039] 
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[EFFECTS] 

1 or more kinds of extracts of the leaf of a 
guava, the leaf of a Lagerstroemia speciosa, 
the fruits of a jelly fig, and the fruit skin of a 
jatoba were compounded. This elastase 
inhibitor has a high safety. An elastase is 
obstructed. When applying to the skin, a 
reduction and the skin glossiness of wrinkles, 
and a skin tension will be improved. An effective 
pharmaceutical preparation can be prepared. 
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